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Figure 1 
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Figure 2. 



f'' 3 ^ Normal substrate 

N .C0 2 H .N ,C0 2 H 



H 2 N 

O . Me S > 

A Dh c 

ft 



Vy c 



D ~r 4 ~ kuiM- C0 2 H Attach drug 

Effect of sulfur: ^ W ~ KI ^ 

Rapid transport 



I H 2 N ^jl^ 



, Hydrolysis resistant ^ ° Me 



2/7 



PCT/GB2005/000151 



Figure 3 




Figure 4 
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Figure 5 
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Figure 6 

Selected synthetic thlopeptide targets prepared as drug carrier models 
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Figure 7 
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* 29B/30B are strong inhibitors (est. Ki < lmM), but are too insoluble for accurate Kj deterrnination. 

f Efflux of radio-labelled D-Phe-L-Gln is a positive indication of active transport via PepTl (although negative 
results do not necessarily mean that substrates are not transported). In these assays (see elsewhere for details), 
the dipeptide Gly-Gln (which is known to be transported) caused ca 30% of labelled D-Phe-L-Gln to remain in 
the oocytes; at the same concentration, substrates were assessed as: 

< (measurable efflux, but less transport than Gly-Gln, with ^0% of D-Phe-L-Gln rernaining) 
= (efflux similar to the effect of Gly-Gln - i.e. 25-50% of labelled D-Phe-L-Gln remaining) 
> (more efflux than Gly-Gln - i.e. <25% of labelled D-Phe-L-Gln remaining) 
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Figure 8a 



D-Phe-L-GIn uptake - Inhibition by RAP 4-25 to 4-34 
(15Nov04 pH5.5) 
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Figure 9a 



Inhibition of DPheLGIn uptake by Rachel 298 & 299 5mM15/7/04 
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Figure 9b 



Efflux from PepT1-expressing oocytes, pH 5.5 90 min 2/8/04 
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